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(57) Abstract: It is intended to provide a method of controlling the particle size of retinoic acid nanoparticles having relieved ir- 
ritation, which can be subeutaneously and intravenously administered, is usable as a sustained release preparation, and has such a 
high skin-permeability as allowing the use thereof as an external preparation such as a drug or a quasi drug as well as a cosmetic 
to be applied to the skin, etc., and nanoparticles obtained by the controlling method. More specifically speaking, the controlling 
method comprises dispersing a solution of retinoic acid in a lower alcohol together with an aqueous alkali solution, further adding a 
nonionic surfactant thereto to give a mixture micell, adding a metal chloride or acetate and an alkali metal carbonate or phosphate at 
a molar ratio of from 1:0 to 1 .0 to thereby form a film of a polyvalent metal inorganic salt on the micell surface, and then regulating 
the particle size to 5 to 300 nm. As the polyvalent metal inorganic salt, use is made of calcium carbonate, zinc carbonate or calcium 
phosphate. 
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jfi^, U^'lttf^^ >Att^§Vfy^ >^<£>E SlfflflS (embryo stem cell : 

tbT©F7 7^fll/tU--yXfA (DDS) £ffifflLfc§SSKfc#**fefct£ft 
TV>& Cf[|^«\ C. S. Cho, K. Y. Cho, I.E. Park, S. H. Kim, T. Sugawara, M. 
Uchiyama&T. Araike: "Receptor-mediated del ivery of al 1 trans-ret inoic acid 
to hepatocyte using poly (L-lactic acid) nanopar tides coated wi th galactose- 
carrying polystylene" , J. Control Release, 2001 Nov. 9:77(1-2), 7-15]. 

^im^v^-^^mLTc.mmM^m^nx^^ g. g. 

Giordano, M. FD. Refojo&M. H. Arroyo: "Sustained delivery of retinoic acid 
from microsphers of biodegradable polymer in PVR" , Invest. Ophthalmol. Vis., 
1993 Aug. 34(9): 274-2745], 
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■ ^^l^lh^J#<hbT-fbffip D p-\CDj^ffl^ff^$nT^o (Japanese Patent 
Laid-open Publication No. Hei 09-503499) ffi, %)V'#>Wt£VT<D&M<Dfclb* 

5 foZ> 0 

tlf£bW& LMX-U, #12 003-172493; Hjfm Fo7. 02 Mar. 2002, 
10 Supplement, B^Mffl^Ml 7 ^mmMMWM ; Drug Delivery System (DOS) , 
Vol. 18, No. 3May.:221 (2003); 29th Annual Meet ing of the Control led Release 
Society in Collaboration with the Korean Society for Biomaterials ; Final 
Program July 20-25 (2002)1 „ 

^^>%h^M&MMT&zt\z£?)mm^ntc^0~T:&z>o 
-r^-> (ca 2+ ) £pm$-frs i/^y-r >^©5-fe;nn±cDMift • 
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s3r#;HM htm^7K«ttT©Mf^^v«iTS§. b#> 

Xi®^ft§7W7^fe b < a¥^ffitS§Af7-f hit^WbW 
7jc^©Mtt^i«<> ^ V /«7»±U §g(:^i^ti§o ^Tc/t-x-^ 

<S o 

b3V-f ^^cDa-fe^l/^S^^M^^T-WrotS^-^^, ±fHb7cM@f* 

m^mm%mmu^/-( ym-^ymw, s-iooo nmggotfii (is 
b fc a* o & , mm # jiz/v b 
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^;kJ±Ti : o~i. o ©tSBfaT»rr§ n t JCct d 

^ ; 



WO 2005/037267 PCT/JP2003/013180 

5 

(5) 7)v%v&mmM4k t &&it\zv>&<kQo&* ^at^-hu^A, 

A , U >M± h U ^ A td «fc U >@£# U A ^ £> & o £ 

&£±fE (1) ^fB«T§#«^MMim^ffi^^/^>^/W»*i^© 

( 7 ) y^mfsmm, # u ^ ->x^ 1/ > (20) v ;i/ >he y 

x^i^> (20) y;vti^> ; &yx^Ti/- K tfcU^~>x^i/> (20) 
y;nf^> ; t/A 0 ;i/^^-b> *ut+yi?i/> (20) yjnf^>hut 

K ^Ut^^X5 1 k> (8) t^^7x^JH"TJK /^U^^v-X 
5Pl/> (2 0) 3i/7>fn-jVx7fJK ^W+yX7 1 l/> (3 0) ni/X 
7-u-;vxx^;i'^fc«^U^^S/x^i/>®fbt^v'?fiT^§±fE ( 1 ) 

( 8 ) 1^ y -r >m© 5. -t: £ j^m^7 ;p ^ a ©£jera« Ltas^y 

->^A*J;W^hU^ASr, ^VJtTl : 0 — 1. 0 (DggfflftT^flrTS 
^t^cfcO^ir^B^^^^v-^A^^BI^Jf^b, ^©TOIi^g^ 5 
-3 0 0 nmCOlBHl^tt-oeit^^ltiTS^Ol^Hlll^^fBft-r^M 

(9) \mC7)^— S~)V%LTdi£x.& ;VTS§_hfB (8) ^IBitt 

do) #-r^>tt^®^'tt^J^\ ^u«yi5 : ^> (20) v)v\i^y^j 

K #'J^yXfk> (2 0) V)V\i^y^zJ k 

yjij-yy (2 o) y^tf^^/xerTV—K #'Jt^yxfi/> (2 o) 
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y;nf^> ; ey /vv^— K ^u^-^>'x^i/> (20) y;nf^>bU^- 

U-b, 7KU^>-XfPl/> (8) t^?^7x-;i'X-TJK #u^v-x 
fU> (20) #U^^i/X^W> (30) uVTs 

^D-;^xx^;V^fc«#U^^^>x5 : -l/>«'fthv^?6T£.^±fB (8) {c 

(1 1) ±13 (1) foV^b (7) (D^^n^^fB«c7)pS^^c];D#^nfc¥ 
^$^#5 — 3 0 0 n mitt ^ >lt / & 
10 ; 

(12) ±ib (8) &v>b (10) ©viTnj&^cffi«©w33iE^t«fco#e>nfc 

-T : 

(13) l/f;^>t©5tM®^»^>"?A©M v I!iIL'T&§W 
15 li^H^ 5- 3 0 0 nm§ft§»jV^ f )Aflt;&f ; 

(14) -r >i©stj«^MW&©MTf«LT/^^sft 

(15) v^-J^i >M©5-fe;i/^®^u >&#;^#A©£i&T#«bT&£¥ 

^S^1^5 ~ 3 0 0 nmSttS U >f *^>^Ati^;Olt7e 
20 ^ ; 

25 $>?>° 

so t b t «^ [r] # t & o fe c *^bj ^tif±fc-r s mmmmm u^-j-om 



WO 2005/037267 PCT/JP2003/013180 

7 

5 ~ 3 0 0 n mhffiMfSL <Z)T? & § H S > &J*«321fe&*l*J-L b , l*^ 

fc $ St to K: ft R# RSN - H o T , Jfii 4 1 a it £ 86 3t b # S % iJ * W b T ^ § o 

^-©IS*, ±M©MHft^§HB-EGF (HB-Epidermal Growth 
Factor) ©£&*&*_t#b, I^Tttlf S^lTii4$M^k7iV 



5S3fl^^fc*^bfe0T?*S. 

C a C 0 3 i- J %tL £ II K T § » # © ^ - * « {4 © « £ ^ b fc HI T & § „ 

f§4inwu ixwje© (i) k^w-s. i/^y-r >m- caco 3^/^*5 £ 
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*»£^b7cEiT&£o 

5 

I6ifl K»!J6(7) (1) lz&tt%, U^S'Om-C&COij- 

17 1ft ^M6 0D (2) fc£>tf&, V s ? J ^ >M-CaC0 3 ^7$i^, 1/^ 

y-Y ^-znco^yfe^&^i^y^ >m^7-tu >^JMi^bv<yxcD 
10 b fc^ojfiitf'Kta i/^ y -r >Kiis©ji^*^i/&0T»5 „ 

7c|EIT$>&o 

i9|H »a8fc43(tl,, HB-EGF mR N Ajg£«©iti|&£^ bfclE! 

15 El^Kl&^T, RABkfy^>l^ R A -CaC0 3 1/^ y -f 

CaCO^yfi^, RA-ZnC0 3 «1/^y< >^-ZnC0 3 yVfiW^ RA-Catt 

i/f;-<>i-ca ^-y^Sr, ra-zii fcti^y-f >m-zn ^yS[^^Si*T 

<5 o 



20 fgBJf£»T£fc&©jt&©^fl 

f»l46ifiL#i (APL: acute promyelocytic leukemia) (Dfetitl&t LTfi^Wfcffi 
ffi$tlTV^^h^>X#:l/^y'f >K (all-trans retinoic acid) T$>% 0 
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-i*>\ tchXUtDV^^^ry (Ca 2+ ) &mt U ^hU^A-f 

ttxtfT] ^ftv^i^e., :t>£ffifc^bfc$-fe;w3u 

££b££, t^!^±©M/^feD\ ##*C*€?fc& : ? : &flWr £ 

^U^-^^X^I/> (2 0) V^t?^^/^— h (Tween 80) 
£l/3V-f >Kt^cJcmJPTS. -T^t)^, Tween 80 V s ? J "f >Wtt^izB 

D > ^ 2 «#JS-f ^ >T»nfeJ«fe b < fcJ#P3W® 5 

mestizo ^^i:, $e»^T;i/^u#«Mm«j^7cttT;i-^u#ja i J>^ 

-f^-> (CO s 2 -) &£V>fcJ:U>K-f (P 0 4 2 -) «(:^§2ii«-f 
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px>m, i»;\n^>ft«, wmtiJi>-^A^rcmmmm^$> l o, #-n^> 
a, ^fb*;i/>'^A, ^^^i/^A, 3^7-fb*;^>^A, it'ffcMih IWfcM 

tex^ / * 5 £ t. # s o 

10 ^I't^WttittTit 0H*fc£ $U^>'Ifl/> (2 0) 

V;i/bf^> : ty^-l/-h (TweenSO), # U T=^>X^l/> (2 0) V;i/H^>^E 
(Tween20), *'J^yXfV> (2 0) VJl/k^^yXfTl/ 
- h (Tween 60), IU^yIf^>(2 0) V ;H£* > : E7 /i;W5 5=— h (Tween 
40), ^ij^ylfk> (20) yjI/t:^>fUtU-h (Tween 85), 

15 X>'X^l/> (8) t^fJP7x-jH-fJk 7^Ux^^X^-l/> (2 0) n 
l/X x n-Jl/XXri^ i^'Jt+yifV >M; b ^ S tdf § Z t WV 

20 H^7-ytft^5^ ^©t£g^«fgjA<, 1 0-3 0 0 0nm|gCS 

», -^CDi^te 5-3 0 0 nmilOgfeTfli^t/SfT^Si: t&ftWi b 

To, 2fP5^«AO^Mb'#J^fe«I»fk'tii:, 7Jl^ U ^JS^^btJ^fcteU 
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)Vi/VJ±'f*> (ca 2+ ) tcstSJS, fc.ktfTJi'ftU&JRKM^&swa 
u>^fc«itJ;5^t> (co 3 2 -) *fc«u>»-r*> (po 4 2 -) 

«i*§V^ttU>'ifti©plt©tt$?:, ^MTl : 0-1. 0 ©faffll*! 

vm^jmmmommmmm^M^-. ^©to*3^N££ 5-300 nm©f&Hi*i 
mitm 1 ^wc^-b 1 . 0 =E)v^m^xmMhT^m^i^\t, ^ir;vs®±^#ffi 

frfc, #e>tlfc^/«l[ : ?««*#tbT#«EbTV^A^- ! bfet), 
¥^f»tl^WT§±y*»^IIMb#^-<h^fiJBJbfco bfc^ot, ^fgBJ! 
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10 Riiiisi/f^>tt;»^ ri/^-y-r >m-znco 3 ^/s^j 

* U JW> ^ AM l/^ y -f >m^" / r W J <i >Wi - CaP0 4 ± 7 

ummi : >mnCaco 3 ±ZM±^itt 

15 l/fy-Of 13. 6mg^9OO/iL0I^/"^ ($fdW^;H0 C 
JgfllU £©Me^0. 5N-NaOH7j(IS© 1 0 0 h~L^1MXTco ZL(Dt^ 
0pHH 7-7. 57:fc~ofr 0 :©gi»fltL.T10 0iiLaU £tl 

* Tween 80 ^tsM^7K 100/iL KliP^U «k < 8S#b&. 

25 (i) b Lj SA^MM^fe^l^ii^MM^M^M 

flfcCDSSiPfclBU 5 M-^#;W>^A^*7K«t£: 1 5 u ^-n^M 
jSbT 1 M-mWi~ h U ^) AM7XIi©ilflI$»$t § o t H J: D > i£<fb 
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>it ^ t vxi/^-y^ >m-caco 3 ^ j wf- ^mm-t m^w—pm 

ft 3^ i/f/^>^5t;M:MT§ it-f k #;i/>"^A©*£ » b fc © if - 
^ttfia+l. 6 6mVT&D, i/^y-i- >m^-tr;^tbT©if-^«^«- 6 

OSSJP^VJt^^^^Al^WC^bO. 2^;VST©i«#^«, 
^^-^i{i©i^^7KLTV^^\ 0. 2^;]/£^££m»<fgTbT^ 

Mm-r^>cDP^*^tsfp^5ibTv^^, feb< \$WL^m±(DMM 
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umn 2 : j^ZrL>llriCiC0 3 ±JM±^M±^2MM^MM^M^Jk>: 

(1) mn=e)\y^(Dmi 

5 ^{b^iirTcl/^y-Om^^ir^fC^iPf SJltld.tO, i/^y-r >m-caco 3 

y l& CD fi^fl ^ V i TtfeW b o 

10 ^©#£IPL MAJ^>^A 1 ^jH^tLTMt h U ^A?: 0 . 2^;i/£T<£> 

15 3 5 0 nmMtt5fe®^0, ^nMi^t/tiWl*bT, «M 
20 T&§^§PiTHMUfc. 

(2) lijrMiiilMmfe J >^-caC0 3 ± J M^2M&J2^^MM^M 

m 

±|B T# e. n 1/ ^ J -i >^ - CaCO 3 ir J W.^ t'Q^T, SH Mtt 5 # [g] @ ^ $t 

25 ^(Dm^ l{^;vy^A i tjvtf b«t h u l . o^;i/^T© 

SfWtiD7J v fb< ^ft-entfit&JO* 3 0 0 nm^^TCD^-y^^^mb 
feo b^bft^5>, Ift*JI/y 7 A 1 tJK^lT» h U ^ A§ 2 . o^;i/ 

^^r/3.o^;i/»^iiT#fcix^y^>m-caC03^ys-T<73M» 
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fg:|5 2 7 0 0 nm^2 2 0 0 nm) @Wi&MbTfc, ^©S*t 



- 


lia^C®^ : nm) 


CaCla/NaCOsO^Ht 


1/0 


1/0.01 


1/0. 1 


1/0.2 


1/0. 3 


IHMamcoTOIif-S (nm) 


20. 2 


23 


17. 3 


30. 3 


356. 3 


© ( n m) 








22.4 


. 33.3 


CaCU/NaCOgCD^^tb 


1 1/0.5 


1/1.0 


1/2.0 


1/3.0 


mmm£^miL^% (nm) 


1316. 2 


1450 


2687.3 


2240.5 


© TOWS ( n m) 


41. 1 


106.4 


2197. 3 


1349.4 



^A^^jvtbTi : o~i. o(Dmm^m^^Tu^y-iym^^)V(D^m 

o 

fcfc, ^k*;V^^A43cfc«m^bU^A^^;HtTl : 0. 2TiWI) 

li§ilbtffcuf/-f>i- CaCO 3 ^ 7 tfc^© #*s§ iJHf MMMtt^iimit^ 

15 H (freeze-fracture Transmi ttance Electron Microscopy: ff-TEM) ^M^hfc 
;V (core-shell) #IB£WbW5 £ £3&*«&£nfco 
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0. 5N-NaOH*^O10 0jLtL^JDAfc. iOt^OpHll 7-7. 
5^ot ^Oit^tStbTl 0 ;in£ Tween 80 &^$sM 

5 ^7K 1 0 0 u L^iPx., J:<jft#b7cc 

3$ 3 0 ^fc, 5 M - * iP A.» b , £ 5) 3 0 \Z 1 

15 MUfjH : k± / >@£ - CaPO , ^- 7 B±®jm 

W^>113. 6mg^9OO/iL0X^;-J!/f:iibT, 
0. 5N-N aOH7j(«© 1 0 0 n L^iH^-fc. ^OitOpHU 7-7. 
5T$.^fco ^gi^S?ltbT10 0tfL«l, Tween 80 

®7jcl 0 0 AtLfciBx, J:<»bfeo 
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5 izJKDffltii* ^ A^H^^$ i±T#7c l/^ 7 <i >Wt- CaCO 3 ^ J 
g|g 5 : ig W/ro^-^^-y-f >m-CaC0^/m?(7)B16 melanoma BM^ 

S<i>Wt1fi. B16 melanoma mMte1ttLTmMWm$})m^&Z> Z. tU£ < ft! 
BtlTV^o £ «fc 0 2fs:fg BWMttT S 1/ 7 -f >m - CaCO 3 ± y 

&-dX%, ^t<D Bl 6 me 1 anoma bT*B »P»m^ & S £ "5 #\ * fc-?- 

Bl 6 melanoma M (2X1 0 4 ) £ 2 4 0#rfl±§*bfe o WV^K 

4 8Np[S***frVi, 3 H-^5^> ( 3 H-thymidine) ©lO^I^iSl/, 
B 1 6 me 1 anoma IHJJSOD D N A^r J&IB £: Jfctfc b fc. 

©i/^y-f >m-caco 3 ^-y|i I f tt, "?-©msn*©*iJofcbfc^^T, -T-yf^r? 
{bb/ct^i/^y -r >m#^ip^ o ^ «vvjt«p$ij^m^^T^ t jamais n 

yfe^Ptt, B16 melanoma iH^^^bTS^T^W^MIfllM^^^T^^ 
0T$>§il^WJBJb7Cc 

(i) fers^a^ 

Wistar^yb (7«/H44) £4£fflb, 77 h©&TC h'J^^A ( 3 H) 
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^^.JVcDU^y-i ym&^ztbV^VA ( 3 h) ^^vv^j-i >H©$ir;i/ 

Kitttl/fy-f >m-CaC0 3 ^-y$i^ (TOI^tl: 15 0nm) * 

immthxcDu^-y-i tysf^bt^&t^ b^/-f>n 
m ^ (d h % m m~? % <t 5 \z, it &m t & § j lt^u^/^ > 

5 h » ft »j t & § ^ y b & ^ j -r >^ ^ -t ;i/ * s# b © n-% 

-efcQ, I61ttkf/^ >m-CaC0 3 ^-y*»^^#bfe^(7)¥*T$.§o 

b^ y-r ym^-fe^^S-^bfeii'&^tt, i/fy^^oilttt^^W 
«^ibtv^^\ b^y-r >m-caco 3 ^yii-7^s:#bfcii^^tt, b 

Trabo fee 

<b b T & 5 ^ «-ftlt oci t b T&Jff ^\©M ^:b#§fe©Tfe§^i: 
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(2) i^m^J§- (M) ggi 

T^7X (ddY 5«s/£t'l4) T^7X(D1tg^«^nU^>fcT 
^bT, ±I3T#fchU^^A ( 3 H) =r^)V(DV^J^ym^^XSV')^ 

a ( 3 h) ^^;KDi/^y-r >m^^^-)^^^Tcu^y^ ym-caco^/m^ 

(a) l/^y-T >m-CaC0 3 ^-y*» ff»ll:«2 0nm)o 

(b) l/^/^>m-ZnC0 3 ^y^ (-W6:820nmK 

^2 0nm) &^£l/^/^>m-ZnC0 3 ^/*» (T«li Onm) 

bfc^t, *mm^m&mm.mmmv^;^ymir;m'\^ 
ma) 

n^tT, u^/^ym^m^^vymmmm (v^y-r >mtbxo. i%® 

$J) lB10mg/cm 2 ll$l> 5*^5 4 B Ml« 0 mft&ff-o fc, 5 0 
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( b ) WV >BI - ZnCO 3 j~ J ( s f1%mr?& : *S 2 0 n m) . 
82 0nm)„ 

S^lMSLfcl/f /^f >m-Zn ^ / fe^ (TOfi^tl : 3$ 2 0 nm)o 

(e) i/^y-omm^o 

W^*^>")ATtSlfcl/f 7-f >f -Ca 7-7t^ [RA-Ca] 43«J:£K 

MStfcl/f/'f>t-Zii ^-yfi^ [RA-zn] fes v^J<i >mnmz.\kM 

mm 8 : jj vivo mm HB-EGF mRNAMSi (VfrX) 

(ddY 5il»/S|ltt) O^t, l/fy<>ttf7tU>Si» 
gij (l/fy-OttbtO. 1%) 103Omg/^IfU Ii4 0i 
«DMJ£fTofc 0 SBBM&'Sib, RNAS&ffiU real-time PCR 
HB-EGF mRNASaSUfc. 
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fc*5, IrH^C House-keeping gene tLTGAPDH (U >«^U -t^TJl/^t 
FJfcRPitSlit : glyceraldehyde-3-phosphate dehydrogenase) mRNAfe» 

(a) l/^/-f >m-CaC0 3 ^/$4? (Wfi:82 0nm). 

(b) >m-ZnC0 3 ±y-|» (»?i:D2 0nm)o 

(c) i/^y-r>mWo 

©tt«*MELT#&WV-f >*-CaC0,^-y«[^ (Wfi-TII : 19 2 0 nm) 

>iWD%,ftfcHB-EGF mRN A*I4bT^5 i t^IfifSnS. 
HB-EGF mRNAti ±j£|ElS<70^H^T$>§ £ t «fc D > -<Z)gf£«£ 
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>Mx- j ^©fitsoanSE^^ ^x, 

^l/JtTfi : o~i. o (DtSHftT^Jnf 

&M&fc:£C!>&ffil£^j£U tO^m^m^: 5-3 0 0 nm©i©BII*)£T£ 

su^iVy^Atfei. ft* ©ig mm i *s £8B*rr % #fiffi#«^ft±& 

3 . 2 fffi^ JR A a y >»J * fe * ;v >- £ A A a , A 

is py>tt, @^^^>^Ai;fc»mmi&T^o»*0iBH^iii^fa«T 

4. ^;V5/^AAD^>tt*7cttMlftADy>'fbt)^\ M/JJI/y^A, Hit 

25 6. {g^T;i/n— ;v^^^y-;i/*fc^x^y— ;i/T^^tt*©lBHIli^fc:f2 
tts^iiiitii/^y-f >sixy i^of&ii^iis^fe, 

7 . #-Y ^ >ttM?£i4»\ ^ U ^ yxf 1/ > (20) v;i/ tr ^ >^e 7 ^ 1/ 
— K #U^=^>X^l/> (2 0) Vjl/tf^^E/ ^>7l/— K #U^-^->X 

^i/> (20) v;h£^> : e/;*t-71'— K ^u^3^>x^i/> (20) v 



WO 2005/037267 PCT/JP2003/013180 

23 

;vtf^>- ; Ey/\ 0 ;v5^"h> ^u^^x^u> (20) y;vt^>hu^-i/ 

— K #U^-^^X^l/> (8) t^JV7x^X-fJK ^U^v'X^ 
l/> (2 0) 3 #U^~>X^> (3 0) 3^Xf 

^- >tt#®««J £ ^inf z> - 1 k cfc X) mm v r^nt* a ± )v \z , mttuv 

y^A^^lfth'J^A^ ^EjWtTl : 0-1. 0 ©tMftT»Tt§ 
~ 3 0 0 nm©tgHrti-r§Cl<i:^#tt^-r§M5!cC0lEHIIl^^fB«T^>^ 

lo. #-f * >tt#®?£tt W\ ^ u x* (20) v ;i/ 1* ^ >^ / x 
3j?U;t ^, >x ^|/ > (20) v;vtf^>^:y ^^i/-h> ^U^xv 

XXl/> (2 0)' VA't^>t;Xf7k"h, tKU^^>X^1/> (2 0) 

y;i/tf^> ; ty/^i/S7 : — K #yxx^xXk> (2 0) vxtf^>HJX 
j/_ K ^u^v-x^vo- (8) ^3^:7xx;i/x-^;K tfcu^x^x 

=Pl/> (2 0) HVXrD-Jl'XXfJK #U^X>'X5Pl/> (3 0) 

^D~;i/xx^^fe«^U^^x^W>^t^^?ftTSSS^©l5ffl^ 

i 2. m^Mmsr^vi om(D^nfr\zmmmn n M^m^£vn^ntc^ 

^5^5 ~ 3 0 0 nm^tt5»iVyvA«ry|ufo 
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5-3 0 0 nm§tt5KMtI^/'f 
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